No association of serotonin transporter gene variation with sudden infant death syndrome (SIDS) in Caucasians Abstract
Genetic studies on SIDS have been motivated by clinical, epidemiological, and/or neuropathological observations made of SIDS victims. One of the candidate genes is the serotonin transporter (5-HTT) gene, based on decreased serotonergic receptor binding observed in the brain-stems of SIDS victims. Two polymorphisms in the regulatory region of the 5-HTT gene differentially modulate gene expression (promoter, intron 2). The promoter allelic variants long (L) and extra long (XL) and the intron 2 12-repeat allele seem to be associated with SIDS; however, the 5-HTT promoter allele distribution varies widely by ethnicity. We investigated the DNA of 145 Caucasian SIDS cases and 58 controls and could find no significant association between our Caucasian SIDS cases and controls either for the promoter L allele and the intron 2 12-repeat allele, or for the combined L-12 haplotype as well as the Lor 12-containing genotypes. 
No association of serotonin transporter gene variation with sudden infant death syndrome (SIDS) in Caucasians
, Rotkreuz, Switzerland) in a total reaction volume of 25 µl. The primer concentration was 0.
Results
In the promoter, no differences in allele and genotype distribution were found either between SIDS group I and controls (p = 0.42 and p = 0.65, respectively), or between SIDS groups I + II and controls (p = 0.34 and p = 0.60, respectively) ( Table 1 
Discussion
In our case-control study of 145 Caucasian SIDS cases compared to 58 age-and gendermatched controls, we could not confirm previous findings that the L allele and L/L genotype in the promoter polymorphism of the 5-HTT gene are associated with SIDS [5, 6, 10] . In this study only 53.4 % of the SIDS cases had a long allele and 29.0 % the L/L genotype, compared to 58.6 % and 36.2 %, respectively, in the controls (Table 1 ). Our control group therefore had even higher L allele and L/L genotype frequencies than the SIDS groups (I+II). The rare XL allele variant, which is uniquely present in individuals of African origin and has also been identified as an important risk factor for SIDS, was not found at all in our study population. As has been shown, there is ethnic variation in the L allele frequency of the 5-HTT promoter, ranging from very low in the Japanese population (13.5%) [5] to high in African Americans (73.9%) [6] . Nevertheless significant differences in L allele and L/L genotype frequencies between SIDS cases and controls were found in nearly all ethnicities analyzed (African Americans, Japanese, Caucasians). Only Paterson and colleagues did not find a difference in frequency distribution of the different genotypes in a small SIDS study population (31 SIDS cases and 10 controls) [4] . As we have been able to show, these inconsistent findings cannot be explained solely by the smallness of the data set, as previously assumed. Furthermore, the Caucasian population seems to be homogeneous, with the consequence that no ethnic differences between the Swiss, the Norwegian and the American Caucasians are expected [14, 15] . The discrepancy between the results may, however, be due to a non-uniform classified SIDS study population within the different working groups. In concordance with results from all other Caucasian SIDS study populations [9, 10] , we were also unable to find differences between the intron 2 allele and genotype frequencies as well as between the combined promoter -intron 2 haplotypes and genotypes in SIDS cases compared to controls (Table 2) . Finally, it follows from our results that there is no evidence for a definite association of serotonin transporter gene variation with SIDS in Caucasians; therefore the promoter and intron 2 polymorphisms are not likely to be potent risk factors for SIDS in this ethnicity group. 
